Background: Non-adherence to DMARDs is associated with disease flares and increased disability. Adherence rates to prescribed medicine regimes in people with Rheumatoid Arthritis vary from 30-80% in different studies. Improving adherence to therapy leads to better disease outcome and reduced costs associated with management of RA. Objectives: This study was carried out as a pilot study to look at the effect of co-prescription of steroids on the adherence and side effects to newly prescribed DMARDS in patients with rheumatoid arthritis. Methods: This is a prospective, observational cohort study, for the duration of three months per participant. Patients were selected sequentially from those attending outpatient clinic at Basildon Hospitals with a confirmed diagnosis of rheumatoid arthritis (ACR/EULAR criteria), and had been planned to start on a new DMARD by the treating physician. Baseline data included demographics, disease characteristics and data regarding steroid co-prescription including route, dose and duration. Patients were reviewed at three months to look at DMARD adherence defined by continuation of the DMARD. We looked at the side effect profile as possible contributing factor to non-adherence. The effect of co-prescription with steroids and other demographic data on treatment duration was investigated using Kaplan-Meier survival plots. Logistic regression analysis was used to investigate the effect of co-prescription of steroids on continuation of medication. Results: Fifty one patients were recruited to the study. Median age at the time of enrolment was 61 years (IQR 46-71), 73% were females and 92% were caucasians. seventy percent of the patients were seropositive and DMARD naïve with a mean DAS CRP at recruitment of 4.13 (1.21). Seventeen (33%) patients were co-prescribed with steroids at the initiation of DMARDs. Out of these 59% (n=10) were DMARD naïve. Thirteen patients received a tapering dose of oral prednisolone with a mean starting dose of 13.8mg daily (range 3mg -20 mg) for a mean duration of 10.8 weeks. Two patients received oral prednisolone 5mg daily for 12 week. The mean cumulative dose of oral prednisolone prescribed was 632.2mg. The two remaining patients received 120 mg of depomedrone IM. The non adherence rate for our cohort was 35%, 6% for patients co-prescribed with steroids versus 50% for patients who were not co-prescribed with steroids. The odds ratio for likelihood of discontinuation for patients who were not co-prescribed with steroids versus patients who were, was 16 (1.94-134.5, p=0.011). At the end of three months 25% of the whole cohort, 12% of the patients who were co-prescribed with steroids versus 32% of the patients who were not co-prescribed with steroids reported side effects to the DMARD initiated. the odds ratio for reporting side effects with steroid co-prescription was 0.28 (0.054-1.438, p=0.12). Conclusions: Co-prescription of low dose steroids with initiation of DMARDs increases the chances of adherence and possibly reduces the side-effect profile Results: Of the 244 patients analyzed, the non-adherence rate was 34%. The rather weak correlation between adherence (CQR) and the disease impact (RAID) tended to confirm the hypothesis of different profiles. Four typologies of patients were determined. Groups G1 and G2 were non-adherent patients with high (G1) or lower (G2) impact. Groups G3 and G4 were patients with good adherence with high (G3) or lower impact (G4. Significant adherence factors were found for these 4 groups (p<0.01) ( 2015]) were used in this analysis. Data were pooled across all 19 studies for safety assessments in the All RA population: csDMARD-IR, n=4377; bDMARD-IR, n=838 (1 bDMARD-IR, n=533; ≥2 bDMARD-IR n=305). Safety was also assessed up to 24 months in pts randomised to tofacitinib 5 or 10 mg BID or placebo (PBO) in a pooled P2/P3 randomised controlled trial (RCT) population (8 P2, 6 P3 studies; csDMARD-IR, n=3328; bDMARD-IR, n=782). Incidence rates (pts with events/100 pt-years) were calculated for serious AEs (SAEs), serious infections (SIs) and herpes zoster (HZ). Efficacy was assessed by pts achieving ACR20 response and DAS28-4(ESR) ≤3.2 at Month 3 in a pooled P3 RCT population (csDMARD-IR, n=2375; bDMARD-IR, n=664).
Results: Prior to tofacitinib tx, bDMARD-IR pts had longer RA duration, greater disease burden and more corticosteroid use vs csDMARD-IR pts. SAEs were more common among bDMARD-IR vs csDMARD-IR pts in both the P2/P3 RCT and the All RA populations; SAE rates were not higher in pts failing ≥2 bDMARDs vs 1 bDMARD (Table) . Incidence rates for SIs were generally greater in pts with IR to bDMARDs vs csDMARDs in the All RA population, but generally lower in pts with IR to 1 or ≥2 bDMARDs vs csDMARDs in the P2/P3 RCT population; incidence with 5 mg BID was lower for 1 vs ≥2 bDMARDs in the P2/P3 RCT population. Incidence rates for HZ were similar between pts with IR to csDMARDs or 1 bDMARD, but appeared numerically greater in pts with IR to ≥2 bDMARDs in both the P2/P3 RCT and the All RA populations. A similar pattern was observed across tofacitinib and PBO groups. Efficacy at Month 3 in the P3 RCT population was greater with both tofacitinib doses vs PBO. Although absolute response was smaller in pts with IR to bDMARDs vs csDMARDs, generally similar efficacy was observed in pts with IR to 1 or ≥2 bDMARDs (Table) .
Conclusions: SAEs and SIEs were more common in tofacitinib-and PBO-treated pts with IR to bDMARDs vs csDMARDs; increased risk was generally not observed with increasing number of prior bDMARDs. HZ risk appeared greater with ≥2 bDMARDs vs 1 bDMARD. Efficacy was greater with tofacitinib vs PBO for csDMARD-IR and bDMARD-IR pts, with similar response observed in pts with IR to ≥2 or 1 bDMARD. These data support the use of tofacitinib in different lines of therapy, although the analysis is limited by smaller sample size in some groups.
